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Title 


The manuscript's title clearly indicates the study design (Certainty of Evidence on the Effects of Cryotherapy, Surgical Wound 
Closure, and Chlorhexidine on Clinical and Patient-Centered Outcomes After Third Molar Surgery: An Evidence Mapping of 


Systematic Reviews and Meta-Analyses). 
Abstract 


The abstract outlines the background of third molar complications, the objective of mapping evidence on interventions, 
methods used for selection and synthesis, main results showing varied effectiveness, and the conclusion emphasizing the need for 


focusing on patient-centered outcomes. 
Introduction 


Rationale: The rationale discusses the high prevalence of third molar removal surgeries and associated complications, 


highlighting the need to evaluate the effectiveness of various interventions through evidence mapping. 


Objectives: The objective is to assess the certainty of evidence from systematic reviews and meta-analyses regarding the effects 
of cryotherapy, surgical wound closure, and chlorhexidine on clinical outcomes and quality of life in patients undergoing third 


molar surgery. 
Methods 
Protocol and registration: The review protocol was registered on the Open Science Framework. 


Eligibility criteria: Inclusion criteria included systematic reviews from any year, in any language, assessing specified 
interventions for third molar surgery complications. Exclusions were systematic reviews without meta-analysis and overview- 


type studies. 
Information sources: Sources included PubMed, Embase, Cochrane, Web of Science, and Google Scholar up to February 2024. 


Search: Detailed search strategies incorporating MeSH terms and keywords related to third molar surgeries and interventions 


are documented. 


Selection of sources of evidence: The selection process involved screening titles and abstracts on the Ryyan platform, followed 


by full-text assessment. 
Data charting process: Data extraction was conducted independently by two reviewers using a structured Excel sheet. 


Data items: Data items included author, year, country, study characteristics, interventions studied, outcomes like pain, swelling, 


trismus, and patient quality of life. 


Critical appraisal of individual sources of evidence: AMSTAR-2 was used to appraise methodological quality, noting specific 


items that influenced the quality ratings. 


Results 


Selection of sources of evidence: From 520 records identified, 17 were selected for full review, with 13 meeting the inclusion 


criteria, as depicted in a flow diagram. 


Characteristics of sources of evidence: Characteristics of the 13 included systematic reviews are summarized along with their 


citations. 


Critical appraisal within sources of evidence: Methodological quality results using AMSTAR-2 are provided, showing mostly 


low or critically low ratings. 


Results of individual sources of evidence: Summarizes the data from each review, noting effectiveness in reducing postoperative 


complications and the lack of impact on quality of life. 


Synthesis of results: Results are synthesized in text and visual formats, including bubble charts and tables, emphasizing the 


variability in intervention effectiveness. 
Discussion 


Summary of evidence: The discussion summarizes the effectiveness of the interventions, noting the significant findings and 


gaps, particularly in addressing quality of life outcomes. 
Limitations: Discusses the limitations related to the variability of study quality and the scope of data available. 


Conclusions: Concludes that while some interventions show promise in managing specific postoperative outcomes, more 


research focusing on comprehensive patient-centered outcomes is necessary. 
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eTable 1. Search strategies used in the electronic databases and Google Scholar. 


Intervention 


Search strategy 


Database 


Cryotherapy 


("Third molar" OR "Third molars" OR "Wisdom tooth" OR "Wisdom teeth") AND 
(Cryotherapy OR "Cold therapy" OR Ice) AND (meta-analysis[Publication Type] OR meta 
analysis[ Title/Abstract] OR meta analysis[-MeSH Terms] OR review[Publication Type] OR 
search*[Title/Abstract]]) 


PubMed 


Wound Closure 
Method 


("Third molar" OR "Third molars" OR "Wisdom tooth" OR "Wisdom teeth") AND (Suture OR 
Sutures OR "Suture technique" OR "Suture techniques" OR "Closure technique" OR "Closure 
techniques" OR "Primary closure" OR "Secondary closure" OR "Wound closure" OR "Wound 

healing" OR "Surgical wound") AND (meta-analysis[Publication Type] OR meta 
analysis[ Title/Abstract] OR meta analysis-MeSH Terms] OR review[Publication Type] OR 
search*[Title/Abstract]]) 


Chlorhexidine 


("Third molar" OR "Third molars" OR "Wisdom tooth" OR "Wisdom teeth") AND 
(Chlorhexidine) AND (meta-analysis[Publication Type] OR meta analysis[Title/ Abstract] OR 
meta analysis[-MeSH Terms] OR review[Publication Type] OR search*[Title/Abstract]) 


Cryotherapy 


("Third molar" OR "Third molars" OR "Wisdom tooth" OR "Wisdom teeth") AND 
(Cryotherapy OR "Cold therapy" OR Ice) AND (‘systematic review'/syn OR 'systematic 
review'/exp OR 'meta-analysis'/syn OR 'meta-analysis'/exp) 


Embase 


Wound Closure 
Method 


("Third molar" OR "Third molars" OR "Wisdom tooth" OR "Wisdom teeth") AND (Suture OR 
Sutures OR "Suture technique" OR "Suture techniques" OR "Closure technique" OR "Closure 
techniques" OR "Primary closure" OR "Secondary closure" OR "Wound closure" OR "Wound 

healing" OR "Surgical wound") 
AND (‘systematic review'/syn OR 'systematic review'/exp OR 'meta-analysis'/syn OR 'meta- 
analysis'/exp) 


Chlorhexidine 


("Third molar" OR "Third molars" OR "Wisdom tooth" OR "Wisdom teeth") AND 
(Chlorhexidine) AND (‘systematic review'/syn OR ‘systematic review'/exp OR 'meta- 
analysis'/syn OR 'meta-analysis'/exp) 


Cochrane 


Cryotherapy 


("Third molar" OR "Third molars" OR "Wisdom tooth" OR "Wisdom teeth") AND 
(Cryotherapy OR "Cold therapy" OR Ice) 


Wound Closure 
Method 


("Third molar" OR "Third molars" OR "Wisdom tooth" OR "Wisdom teeth") AND (Suture OR 
Sutures OR "Suture technique" OR "Suture techniques" OR "Closure technique" OR "Closure 
techniques" OR "Primary closure" OR "Secondary closure" OR "Wound closure" OR "Wound 

healing" OR "Surgical wound") 


Chlorhexidine 


("Third molar" OR "Third molars" OR "Wisdom tooth" OR "Wisdom teeth") AND 
(Chlorhexidine) 


Web of 
Science 


Cryotherapy 


("Third molar" OR "Third molars" OR "Wisdom tooth" OR "Wisdom teeth") AND 
(Cryotherapy OR "Cold therapy" OR Ice) AND (meta-analysis OR meta-anal$.mp OR 
quantitative:mp OR systematic review.mp) 


Wound Closure 
Method 


("Third molar" OR "Third molars" OR "Wisdom tooth" OR "Wisdom teeth") AND (Suture OR 
Sutures OR "Suture technique" OR "Suture techniques" OR "Closure technique" OR "Closure 
techniques" OR "Primary closure" OR "Secondary closure" OR "Wound closure" OR "Wound 

healing" OR "Surgical wound") 
AND (meta-analysis OR meta-anal$.mp OR quantitative:mp OR systematic review.mp) 


Chlorhexidine 


("Third molar" OR "Third molars" OR "Wisdom tooth" OR "Wisdom teeth") AND 
(Chlorhexidine) AND (meta-analysis[Publication Type] OR (meta-analysis OR meta-anal$.mp 
OR quantitative.mp OR systematic review.mp) 


Google 
Scholar 


Cryotherapy 


("Third molar" OR "Third molars" OR "Wisdom tooth" OR "Wisdom teeth") AND 
(Cryotherapy OR "Cold therapy" OR Ice) 


Wound Closure 
Method 


("Third molar" OR "Third molars" OR "Wisdom tooth" OR "Wisdom teeth") AND (Suture OR 
Sutures OR "Suture technique" OR "Suture techniques" OR "Closure technique" OR "Closure 
techniques" OR "Primary closure" OR "Secondary closure" OR "Wound closure" OR "Wound 

healing" OR "Surgical wound") 


Chlorhexidine 


("Third molar" OR "Third molars" OR "Wisdom tooth" OR "Wisdom teeth") AND 
(Chlorhexidine) 


For the PubMed and Web of Science databases, we used filters to identify systematic reviews as recommended by the literature (Slobogean et al., 2009; 


Wilczynski & Haynes, 2009) . 


eTable 2. Excluded studies and reasons for exclusion. 


Author (year) 


Reference 


Reason for exclusion 


Cryotherapy 


Larsen et al. (2019) 


Wound closure 


Barbato et al. (2016) 


Chlorhexidine 
Taberner-Vallverdt et al. (2017) 
Canellas et al. (2020) 


https://doi.org/10.1111/joor.12789 


https://doi.org/10.1902/jop.2015.150363 


http://dx.doi.org/doi:10.4317/medoral.21705 
https://doi.org/10.1016/}.jcms.2020.06.0 12 


No meta-analysis was performed 


Network meta-analysis 


No meta-analysis was performed 


Network meta-analysis 
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Is cryotherapy effective in reducing pain, edema and trismus after third molar removal? 


eFigure1. Evidence mapping of cryotherapy for reducing pain, swelling, and trismus after third molar surgery. POD1, first postoperative day; POD2, second postoperative day; PODS, third 
postoperative day; POD7, seventh postoperative day. 
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Is secondary better 


eFigure 2. Evidence mapping of secondary closure versus primary closure for reducing pain and swelling after third molar surgery. POD1, first postoperative day; POD2, second 
postoperative day; POD3, third postoperative day; POD7, seventh postoperative day; POD2-3, between second and third postoperative day; POD5-7, between fifth and seventh postoperative 


day. 
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Is SC better than PC to control complications after third molar removal? 


eFigure 3. Evidence mapping of secondary closure versus primary closure for reducing trismus and preventing bleeding, wound infection, and alveolitis after third molar surgery. SC, 
secondary closure; PC, primary closure; POD1, first postoperative day; POD2, second postoperative day; POD3, third postoperative day; POD7, seventh postoperative day; POD2-3, 
between second and third postoperative day; POD5-7, between fifth and seventh postoperative day. 
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Is chlorhexidine effective in preventing alveolitis after third molar removal? 


eFigure 5. Evidence mapping of chlorhexidine for preventing alveolitis after third molar surgery. 


